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Application/Control Number: 09/744,133 
Art Unit: 1632 

DETAILED ACTION 
Claim Rejections - 35 USC §101 
35 U S C. 101 reads as follows: 

requirements of this title. 

Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 
Th es P eci fi cat^^ 

carrying out his invention. 

Claims 1-10 are rejected under 35 U.S.C. 101 because the claimed invention is not 
supported by either a specific and substantia! asserted utility or a well etfablished utility. 

S MVISED INTERIM UTILITY GUIDELINES TRAINING MATERIALS; 
repeated from h« r //w W «.iisnto.pm^weWmi-nu/unlitY.pdt 1 

■■Specific Utility" - A utility that 
contrasts with a general utility that would b > W^ble «> *« — sim ply as a 
invention. For example, a claim to a V*™^*£ ^Z^i to be specific in the 
-gene probe" or "chromosome marker- wouUT £ « ' of 

context of use are not substantial utilities^ P^ 6 ^ 1 ^' ^ a metho 5 for identifying 
treating a known or newly discovered d isea e and an assay ™£* of 
compounds that themselves have a ""bsta^^g define^ real w ^ & 

i SS£^"5S^^ "amp- o, situations that 
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Cli,eria c n A MeLTfLaying for or identifying a material that itself has no "specific 
^'^TmeS'of making a material that itself has no specific, substantial, and 

Credible E Ut 'fclaim to an intermediate product for use in making a final product that has 
no specific, substantial, and credible utility. 

Note that "throw away" utilities do not me* £«. f^^™^^ 

V*^^^^™^^J^$Z a mouse costing tens of 
mice could function as snake food) nor ™*^^*tc* world" context of use), 
thousands of dollars to produce as ^ ^ " ^ „ a ^ampoo ingredient are 
Similarly, use of any protein as an *»d under 

-throw away" utilities that would ^not ^pass ■ b consideration of the 

35 U.S.C. 101. This analysis should of course be temperea ^ y ^ 

context and nature of the ^^^^^^^^ for use as an 

to be met. 

See also the MPEP § 2107 - 2107.02. 

Claims 1 , and 3-1 0 are to a hemizygons transgenic mouse comprising an inactive 
endogenous inducible nitric oxide synthase (iNOS) gene and a transgene encoding a human 
iNOS gene wherein human iNOS production is not inducible by ^polysaccharide (LPS) 
induction and a method of determining if a compound is capable of inducing Alzheimer's 
Disease (AD), Multiple Sclerosis (MS), Inflammatory Bowel Disease (1BD), and Rheumatoid 
Arthritis (RA) in the mouse of claim 1, and methods of screening a compound for activity in 
treating AD, MS, IBD, and RA in the mouse of claim 1. 
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The specification teaches a mouse comprising an inactive endogenous iNOS gene and a 
^geneencodingahumaniNOS gene(seepg. 3 iines 30-34 bridge pg. 3 Unes 1-8). 

However, a, the time of filing, the skiUed artisan would no, have found utilities evident 
because the specification nor the art provide a phenotvpe for a mouse comprising an inactive 
endogenous iNOS gene and a transgene encoding a human iNOS gene. 

Thus tie skilled artisan would no. know how to use the claimed mouse or any resnhs 
ontained from the claimed method, Mice comprising an inactive endogenous iNOS gene and a 
« encoding a human iNOS gene to determine if compounds of interest are capable of 

inducing or treating AD, MS, IBD, and RA lack specific utility because no correction between a 
mousecomprisinganmactiveendogcnousiNOSgeneanda^genecncodingahumaniNOS 

g ene and any disease or conditions are shown, and lack substantia, utihtv because tamer 
research is required to determine a use for the results obtained. 

The human iNOS gene is not disclosed as having a determined function or relation to any 
flscase o, condition, and symptoms ascribed to the mice comprising an inactive endogenous 

^tingfromusingmemicetodetermineat.eannentfor any particular disease or condi.ion.To 
such a determination, me skilled artisan would need .o further research the mice to 
determine those diseases and condition, associated with increased human iNOS production. Thrs 
U additional evidence that me Calmed invention lacks a specific or substantial u.ih.y. 

As se. forth in me utility guidelines sun— above, a genera, statement of diagnosUc 
util ity, such as diagnosing an unspecified disease, wouid ordinarUy be insufficient absent a 
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^ure of what condition «» be diagnosed. Similarly, a s«emen, of merapeutic »«y for an 
unspecified disease is non-specific rendering «he purported utility for tt. claimed mouse to be 
non-specific. As the methods are no, disciosed to correiate to any specific disease, the methods 
,ack a specific uti.ity. The usefulness of the methods is no, dear wi«hou, assessing mat they 
specifically correspond ,o a disease state, ieaving the skilled artisan to speculate the uti.ity of the 
methods of the claims. Under the utility guideiines set for* above, requirement for further 
research or experimentation renders the claimed invention as lacking a substantial utility. 
Presently, the skilled artisan would be requited » ^her experiment to determine what diseases, 
if any the claimed method would affect. Utilities that require or consttate carrying out further 
research to identify or reasonably confirm a "real world" context of use are no, substantial 
utilities. The evidence of record has no, provided any other utilities for the transgenic mouse 
encompassed by the claims that are specific and substantial. 

u, light of the above, the skilled artisan would no, find the asserted utility of me mouse 
comprising an inactive endogenous iNOS gene and a transgene encoding a human iNOS gene 
encompassed by the claims to be specific and substantial. 

Claims 1, and 3-10 are rejected under 35 U.S.C. 101 because the claimed invention is not 
supported by either a specific or substantial asserted utility or a well established utility. 

Claims 1, and 3-10are also rejected under 35 U.S.C. 112, firs, paragraph. Specifically, 
since me claimed invention is no, supported by either a specific or substantial asserted uti,i«y or a 
well esiabhshed utility for the reasons set forth above, one skilled in the art clearly would no, 
know how to use the claimed invention. 
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Cairns 1, and 3-H> are rejected under 35 U.S.C. 1 12, first paragraph, as fai.ing to comply 
wi,h me enablemen, firemen,. The Cain*) con.ins subject marter which was no, described 
in the specification in such a way as to enab.e one skilled in the - to which it pertains, or wtth 
which it is most nearly connected, to make and/or use the invention. 

The Cairns are drawn to a hemizygous transgenic mouse, wherein the mouse comprises 
an inactive endogenous iNOS gene and a transgene encoding a human iNOS gene methods of 
using the mouse in screening potential compounds for induction and treatment of disease. 
However, the specification docs not enabie the claimed invention because at the time of filing the 
use of the claimed mouse and memods retired undue experimentation without a predictable 

degree of success as explained below. 

At me time of filing, the skilled artisan wouid not have regarded me claimed mouse or 
methods as having an enabled «. The mice are not disclosed by the specification as having any 
phenotype associated with a disease or condition associated with a human iNOS gene. The 
specification does not describe the mice as having any phenotype that would be due to an 
inactive endogenous iNOS gene and a transgene encoding a human iNOS gene. Specifically, the 
specification has not shown that the claimed mice have any phenotype or linkage to the claimed 
methods involving AD, MS, IBD, and RA. Though the claimed mice have a human pa«tem of 
iNOS production in response to LPS stimulation, mis demonstrates no enables use. 

The specification teaches that mice comprising an inactive endogenous iNOS gene and a 
transgene encoding a human iNOS gene are "useful as models of itrf.amma.oty disease, 
including bu, no, limited to Alzheimer's disease, Multiple Sclerosis, Inflammatory Bowel 
Disease and Rheumatoid Arthritis" (specification pg. 2 lines 23-25). The specification further 
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Encephalomyelitis^) wmchisam^^^^ 

,i„es ,9-25). However, the art teaches ,ha,«,» the mouse, a variety of strains are 
EAE and the myelin antigen used to induce disease varies with genotype a. the major 
^compatibility convex (MHC)" (Wong et a,. p g . 99 col. i parag. 2 Hues 2-6). The art 

(MBP) in BiO.PL mice EAE induction with Ac. 1 typicaiiy .eads to an acute disease course, 
and in 1-A» mice encephaHtogenic T ecus with specificity for Ac-i 1 var, Uttie in .-cel. receptor 
V-geneusage(Wo» g e,ai.pg.9col. 1 para, 2 iine S 7. 1 3).Thear„eaches ta ,NOandiNOS 

are invoived in the deveiopment of MS, and mat iNOS and nitrotyrosine has been detected in the 
.issue of the central nervota system of MS patients (Calabrese e, a.. P , 58, co,. , parag. 3 hnes 
1-12) The art continues to teach that "although evidence indicates that MS is a complex trait 

,. 5) However, the specification and the relevant prior art a. the time of fling does no, provtde 
g uidanc* for the induction of MS or RA. In fact, the causative agents or causative conditions for 
MS or RA had not yet been identified a, the time of filing. Therefore, a. the time of filing one 
sk i„ed in the art would have had to engage in an undue amount of experimentation to use the 
.aimed mouse and methods involving RA and MS without a predictable degree of success. 

With regard to AD development in the claimed mice the specification teaches tha, "usmg 
primed human monocyte derived macrophages as models of microglia, apo.ipopro.in-E (ApoE, 
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by ApoE alone, and is oniy stimulated when ApoE is used in conjunction with 

p 0 , y inosinic:po, y c*dy^ 

and figs ,-3). Further, the art teaches 4a, this sthnuiation of NO is done under ft. *» 
conditions and has not been demonstrated in an ft, * mode, that wouid characterize 
Alz heirne,,deve,opr„ent(Vite k e,a 1 .p,392coi. 1 para g .2).A«.he,irneo t f ll in g «hear, 

in neurons and in gUa! ceiis in AD compared to control" (Luth e, ai. p, HO coi, Unes 9- 
„) Further, me artteaches mat "it is sun a matter of debate which AD specific signais are 

,41 coi, i-2 para, Unes i-3). However, me specification and the reievan, prior art at the ttme of 
causative conditions for AD had no, yet been identified a. the time of fiiing. 

^^^^^^^^^^^ 

predictable degree of success. 

With regard to IBD, the specification gives no guidance to how !BD wouid be induced ,n 

.odeisinvoivingiNOSgenedeietion vary significantly in the deveiopmen, of experiment 
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c „ litis w hid , i sa m o d =.of.BD(K„Ho S e t ,.p,43 2 co, 2 pa ra8 .4 1 i n es,-nb ri a g ep,43 3 
wl lp arag,l-3a»d«ab,e 2 ). art cogues ,o K ach *at in pa,ien,s with Native cohus, 

Ration of iNOS has been shown .0 correlate weU with ponged colonic infl—n 
( Ko«ose t a..p,43 1 e < ,,. 1 pa I a, 2 Hnes 5 - 7 ).A. tt .e t uneof flltagtll eanaoe S no, t eaehhow 

Ae claimed "humanized" mouse with a human pattern of iNOS expression wouid be ab!e to be 
^d.omodeithehumandeveiopmen.of.BD.Howeve^espeoifica.ionand.he^evantpnor 

^.meUmeofflUnsdoesno.provideg.daneefo.meinducnonofmD.Infac.U.ecausauve 

al pg. 430 col. 2 parag. 3 lines 7-1 1). 

Wore, at ,he time of filing one skffled in the art would have had ,o engage in an 
undue amount of experimentation to use the claimed mouse and methods involving AD, MS, 
RA, and 1BD without a predictable degree of success. 

Wore, the skilled artisan would have been require to engage in an undue amount of 
experimentation at the time of filing to implement the invention as claimed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to David Montanari, Ph.D whose telephone number is L571-272- 
3108. The examiner can normally be reached on M-F 9-5:30. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ram Shukla, Ph.D can be reached on 1-571-272-0735. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

DEBORAH CROUCH 
PRIMARY EXAMINER 

GROUP iseo/^o 



